I was blocked by Lugol's solution being one day before and continuing for 5 d after tracer administration. The mice were anesthetized with 0.1% isofluorane in oxygen. Static images were performed using the dualhead γ-camera (ECAM, Siemens) equipped with 4mm pinhole collimator. All images were expressed in the ordinary rainbow color scales with standard visual spectrum installed in the computer of the SPECT system. Liver with high radioiodide uptake are shown in red. For quantitative image analysis, the liver SPECT image was normalized by that in the heart and expressed as the liver-to-heart ratio by a region of interest (ROI) approach at different time points. According to the detection efficiency of ECAM, we converted the cpm into the dpm. In this study, we also corrected the half-life of 131 I. The relative dpm was normalized to the initial radioactivity.
YEAST TWO HYBRID SCREEN
Human GNMT cDNA was subcloned into the SmaI/SalI site located in the downstream of the yeast GAL4 DNAbinding domain of a pGBKT7 vector (Clontech, Palo Alto, CA, USA). The PJ69-2A yeast strain was transformed with pGBKT7-GNMT (lithium acetate method) and selected with tryptophanlacking growth medium. The Matchmaker yeast-2-hybrid system (Lot. 6090035, Clontech) was used in a screen for GNMT-interacting protein.
A human liver cDNA library fused to pACT2 vector was used as the prey. Three rounds of screenings for colonies containing interacting proteins were performed and selected with medium depleted of tryptophan, leucine, adenine and histidine for 21 d according to the manufacturer's instructions. Colonies obtained from the selection were transferred onto a filter membrane and subjected to β-galactosidase assays (Clontech).
CELL CULTURE AND PLASMIDS CONSTRUCTION
HEK293T, SK-Hep1, and HuH7 cells were cultured in DMEM (Gibco BRL, Grand Island, NY) with 10% heatinactivated fetal bovine serum (HyClone, Logan, Utah), penicillin (100 U/ml), streptomycin (100 mg/ml), nonessential amino acids (0.1 mM), and L-glutamine (2 mM) in a humidified incubator with 5% CO 2 . DNA was transfected using either Calcium phosphate or TurboFect™ Reagent (Fermentas, Hanover, MD). The primer sequences and restriction enzymes used for full-length and different lengths of human NPC2 are listed in 
IMMUNOPRECIPITATION
For GNMT and NPC2 immunoprecipitation, pGNMT-Flag and pNPC2-HA transfected HEK293T cells were placed on ice and washed twice with cold PBS and scraped in RIPA lysis buffer (50 mM Tris [pH 7.5], 150 mM NaCl, 1% Tx-100, 0.1% SDS, 1% sodium deoxycholate) supplemented with protease and phosphatase inhibitors. Crude extracts were cleared via 60 min spins at 13,200 rpm, 4°C. Protein concentrations were determined by Bio-Rad Protein Assays, with approximately 2 mg of crude extracts used for each immunoprecipitation. Lysates were subjected to incubation with 10 μg of anti-HA (Covance) antibodies for 2 h at 4°C, followed by the addition of 20 μl protein-A/G sepharose (Calbiochem) and incubation for an additional 4 h. Beads were washed three times with 1ml RIPA wash buffer (RIPA lysis buffer without sodium deoxycholate) and resuspended in 1× protein sample buffer. Immuno-complexes were separated by SDS-PAGE and electrotransferred to PVDF membranes and subjected to western blot analyses. Liver cytosol fractions from WT mice were pre- ) for 24 h prior to harvesting cell lysates for co-immunoprecipitation experiments using anti-HA antibodies. Amino acids 81-105 (C conserved region) of NPC2 interacts with GNMT using co-immunoprecipitation assay.
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